The first data from clinical trials on the beneficial effects of cytisine for quitting smoking were published in the late 1960s to early 1970s in non-English, eastern European journals. Quit rates, self reported and collected by mail, ranged from 41% to 65% at the end of treatment and 21% to 30% at six months or longer of follow-up. 3 The trials' methods, some with uncontrolled designs, did not meet Western regulatory standards.
In 2011, a more rigorously designed trial of cytisine was published in the New England Journal of Medicine, 4 and in 2013 a meta-analysis in Thorax synthesized the findings across all controlled trials. 3 The summary estimate of efficacy was significant and comparable to published effects for nicotine replacement, bupropion, nortriptyline, and clonidine, with a relative risk of abstinence of 1.57 (95% confidence interval 1.42 to 1.74). In a Cochrane meta-analysis restricted to the two most recent and higher quality studies, the relative risk of abstinence was even stronger (3.98; 2.01 to 7.87; table⇓). 5 The absolute sustained long term quit rates, however, were modest: 8.5% for cytisine versus 2.1% for placebo at one year. The low quit rate in both groups was attributed to the minimal behavioral support provided and the study locales: Poland and Kyrgyzstan. These nations are still fairly permissive to smoking in public places and 37% to 45% of men, respectively, smoke. 6 Furthermore, the course of treatment for cytisine (25 days) is shorter than for other cessation aids, and a longer course of treatment might reduce relapse. 7 Cytisine's dosing schedule seems safe as tested. Reported side effects are mainly gastrointestinal and include stomach ache, dry mouth, dyspepsia, and nausea. Contraindications for use include pregnancy, breast feeding, severe atherosclerosis, and uncontrolled hypertension.
Former socialist countries have withdrawn cytisine since joining the European Union, which has not approved its use. In 2012, five of 126 surveyed nations participating in the World Health Organization's Framework Convention on Tobacco Control reported access to cytisine-all were in eastern and central Europe. 8 Regulatory approval in the West would require serious investment (upward of $1bn; £0.64bn; €0.75bn) for research into the pharmacokinetics and pharmacodynamics of cytisine in humans and a second phase III trial. 9 The drug industry is unlikely to finance such research because of the high cost-profit ratio. Realistic to the counter economic forces, Aveyard and West called for the UK to approve cytisine for use anyway. 10 Such a move would require an entirely new regulatory standard.
Because cytisine is inexpensive, governments should consider funding proper phase I and randomized controlled comparative effectiveness trials, with appropriate pharmaco-economic analysis. If governments are unwilling, then the US Food and Drug Administration and other similar regulatory bodies should evaluate the benefit versus risks of approving cytisine for smoking cessation.
The pharmacology of cytisine analogues is also being explored. Cytisine inspired Pfizer's development of varenicline, which putatively has a similar mechanism of action for smoking cessation and reached annual sales of $755m worldwide.
11 RJ Reynolds and its spinoff Targacept are interested in cytisine 
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derivatives as potential nicotine alternatives and therapeutic agents for neurodegenerative and psychiatric disorders. 12 13 Naturally grown, inexpensively produced, and generically available, cytisine is a half to a twentieth of the cost of other cessation drugs. On the basis of existing efficacy data it should be considered as a cessation aid in low income countries where other treatments are unavailable or unaffordable.
There is currently an international online market for cytisine for smoking cessation-a Google search of "buy Tabex" yielded 5470 results. Online vendors claim a 76-80% quit rate, and some sites sell a dissolvable cytosine strip, which has even fewer data or studies available. For this editorial, we purchased a box of 100 1.5 mg cytisine tablets for $31.20 (including US shipping) from a website that marketed natural products and herbs. When production is unregulated, however, buyers risk obtaining poor quality or counterfeit formulations.
Cytisine's initial evidence of efficacy and clear affordability are strong indicators for continued studies. In the meantime, cyber buyers beware.
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